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Z2 is -OH or -NH2; 
provided that no more than three of Xaas, Xaas, Xaag, Xaas, Xaaio, 
Xaaii, Xaai2 / Xaai3/ Xaai4, Xaais, Xaaig, Xaai7, Xaaig, Xaa20/ Xaa2i/ Xaa24/ 
Xaa25, Xaa26/ Xaa27/ and Xaa28 are Ala; and provided that, if Xaai is 
His, Arg or Tyr, then at least one of Xaas, Xaa4 and Xaas is Ala; and 
pharmaceutically acceptable salts thereof. 



In accordance with 37 C.F.R. §1.121, a marked up version of the 
amended paragraphs is attached hereto. Additions are noted by 
underlining. Deletions are noted by bracketing. The amendments are 
made, not for reasons related to patentability, but to improve the 
readability of the specification. As such, these amendments add no 
new matter. 

REMARKS 

The amendments to the specification are being made merely to 
correct certain typographical errors. They find full support in the 
specification and add no new matter. For example, the amendments to 
Formula I identify the residue Xaasg as Serine, which is supported in 
the narrower genus of formula I recited throughout the specification, 
for example on pages 9 and 23. The narrower genus of formula I is 
amended to correct a duplicate "Xaas" appearing in the first line of 
the sequence (clearly intended to be Xaa4) , and to remove Xaais, which 
position is already occupied by "Ala" in the sequence. Finally, a 
period has been inserted to terminate the paragraph. The amendments 
to formula II correct an obvious typographical error referring to 
carbon chains, and identify residue Xaa39 as Ser. These amendments 
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therefore add no new matter and their entry is respectfully 
requested. 

The Examiner is invited to call the undersigned at the number 
below with any questions. 



Amylin Pharmaceuticals, Inc. 
9373 Towne Centre Drive 
San Diego, CA 92121 
858,642.7084 

858 . 552 .1936 (facsimile) 



Respectfully Submitted, 



Molly A. Holmarf, Ph.D. 
Reg. No. 40,022 
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MARKED UP VERSION OF AMENDED CLAIMS 
Paragraph ( 1 ) Amendment s 

According to the present invention, provided are compounds of 
the formula (I) [SEQ. ID. NO. 4] : 

Xaai Xaa2 Xaas Xaa4 Xaas Xaae Xaa-j Xaas Xaas Xaaio 
Xaaii Xaai2 Xaais Xaai4 Xaais Xaaie Xaaiv Ala Xaaig Xaa2o 
Xaa2i Xaa22 Xaa23 Xaa24 Xaa25 Xaa26 Xaa27 Xaa28-Zi; wherein 



Xaai 


is 


His, 


Arg, Tyr, Ala, Nerval, Val 




or Norleu; 






Xaa2 


is 


Ser, 


Gly, Ala or Thr; 




Xaa3 


is 


Ala, 


Asp or Glu; 




Xaa4 


is 


Ala, 


Nerval, Val, Norleu or Gly; 




Xaa5 


is 


Ala 


or Thr; 




Xaag 


is 


Phe, 


Tyr or naphthylalanine ; 




Xaa7 


is 


Thr 


or Ser; 




Xaas 


is 


Ala, 


Ser or Thr; 




Xaag 


is 


Ala, 


Nerval, Val, Norleu, Asp or Glu; 




Xaaio 


is 


Ala 


, Leu, lie, Val, pentylglycine or 


Met; 


Xaaii 


is 


Ala 


or Ser; 




Xaai2 


is 


Ala 


or Lys ; 




Xaai3 


is 


Ala 


or Gin; 




Xaai4 


is 


Ala 


, Leu, lie, pentylglycine, Val or 


Met; 


Xaais 


is 


Ala 


or Glu; 




Xaai6 


is 


Ala 


or Glu; 




Xaai7 


is 


Ala 


or Glu; 




Xaai9 


is 


Ala 


or Val; 




Xaa2o 


is 


Ala 


or Arg; 
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Xaa2i is Ala or Leu; 

Xaa22 is Phe, Tyr or naphthylalanine ; 

Xaa23 is lie, Val, Leu, pentylglycine, tert-butylglycine or Met; 

Xaa24 is Ala, Glu or Asp; 

Xaa25 is Ala, Trp, Phe, Tyr or naphthylalanine; 

Xaa26 is Ala or Leu; 

Xaa27 is Ala or Lys 

Xaa28 is Ala or Asn 



-OH, 










-NH2, 










Gly-Z2, 










Gly Gly- 


-Z2, 








Gly Gly 


Xaasi 


-Z2, 






Gly Gly 


Xaasi 


Ser- 


Z2, 




Gly Gly 


Xaasi 


Ser 


Ser-Z2, 




Gly Gly 


Xaasi 


Ser 


Ser Gly-Z2, 




Gly Gly 


Xaaai 


Ser 


Ser Gly Ala-Z2, 




Gly Gly 


Xaasi 


Ser 


Ser Gly Ala Xaass 


-Z2, 


Gly Gly 


Xaasi 


Ser 


Ser Gly Ala Xaaae 


Xaa37- Z2 , 


Gly Gly 


Xaa3i 


Ser 


Ser Gly Ala Xaase 


Xaa37 Xaa38 


Gly Gly 


Xaaai 


Ser 


Ser Gly Ala Xaa^s 


Xaa37 Xaa38 


wherein 










Xaasi, Xaa36 , 


Xaa37 


and Xaa38 are independently 



Pro, homoproline, 3Hyp, 4Hyp, thioproline, N-alkylglycine , N- 
alkylpentylglycine or 
N-alkylalanine; and 
Z2 is -OH or -NH2; 

provided that no more than three of Xaa3, Xaa4, Xaas, Xaae, Xaas, Xaag, 
Xaaio/ Xaaii , Xaai2, Xaai3, Xaai4, Xaais, Xaaig, Xaai7, Xaai9, Xaa20/ Xaa2i/ 
Xaa24, Xaa25, Xaa26/ Xaa27 and Xaa28 are Ala; and provided also that, if 
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Xaai is His, Arg or Tyr, then at least one of Xaas, Xaa4 and Xaas is 
Ala. 

Paragraph ( 2 ) Amendment s 

Additionally, the present invention includes narrower genera of 
peptide compounds having particular amino acid sequences, for 
example, compounds of [the] formula [I] [SEQ. ID. NO. 4] : 

Xaai Xaa2 Xaas [Xaas] Xaa 4 Xaas Xaag Xaa? Xaas Xaag Xaaio Xaan Xaai2 Xaaia 
Xaai4 Xaais Xaais Xaai7 Ala [Xaais] Xaai9 Xaa2o Xaa2i Xaa22 Xaa23 Xaa24 Xaa25 
Xaa26 Xaa27 Xaa28-2i; wherein 



Xaai 


is 


His or Ala; 


Xaa2 


is 


Gly or Ala; 


Xaas 


is 


Ala, Asp or Glu; 


Xaa4 


is 


Ala or Gly; 


Xaas 


is 


Ala or Thr; 


Xaae 


is 


Phe or naphthylalanine ; 


Xaa? 


is 


Thr or Ser; 


Xaas 


is 


Ala, Ser or Thr; 


Xaag 


is 


Ala, Asp or Glu; 


Xaaio 


is 


Ala, Leu or pentylglycine ; 


Xaaii 


is 


Ala or Ser; 


Xaai2 


is 


Ala or Lys; 


Xaai3 


is 


Ala or Gin; 


Xaai4 


is 


Ala, Leu, Met or pentylglycine; 


Xaais 


is 


Ala or Glu; 


Xaaie 


is 


Ala or Glu; 


Xaai7 


is 


Ala or Glu; 


Xaai9 


is 


Ala or Val ; 
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Xaa2o is Ala or Arg; 

Xaa2i is Ala or Leu; 

Xaa22 is Phe or naphthylalanine ; 

Xaa23 is lie, Val or tert-butylglycine; 

Xaa24 is Ala, Glu or Asp; 

Xaa25 is Ala, Trp or Phe; 

Xaa26 is Ala or Leu; 

Xaa27 is Ala or Lys; 

Xaa28 is Ala or Asn; 

Zi is -OH, 



-NH2, 












Gly-Zz, 












Gly Gly- 


■Z2 










Gly Gly 


Xaa3i 


-Z2, 








Gly Gly 


Xaasi 


Ser- 








Gly Gly 


Xaasi 


Ser 


Ser- 


■Z2, 




Gly Gly 


Xaa3i 


Ser 


Ser 


Gly-Z2, 




Gly Gly 


Xaasi 


Ser 


Ser 


Gly Ala-Z2, 




Gly Gly 


Xaaai 


Ser 


Ser 


Gly Ala Xaa36-Z2, 




Gly Gly 


Xaasi 


Ser 


Ser 


Gly Ala Xaass Xaa37-Z2 




Gly Gly 


Xaasi 


Ser 


Ser 


Gly Ala Xaa36 Xaa37 Xaa38- 


■Z2 


Gly Gly 


Xaa3i 


Ser 


Ser 


Gly Ala Xaa36 Xaasv Xaa^s 


Ser-Zs; 


Xaa.31, Xa.a36/ 


Xaa37 


and 


Xaa38 are independently 


Pro, homoproline. 



thioproline, or N-methylylalanine ; and 

Z2 is -OH or -NH2; 
provided that no more than three of Xaa3, Xaas, Xaag, Xaas, Xaaio, 
Xaaii, Xaai2, Xaai3, Xaai4/ Xaais, Xaaie, Xaai7, Xaais, Xaa20/ Xaa2i, Xaa24/ 
Xaa25, Xaa26/ Xaa27, and Xaa28 are Ala; and provided that, if Xaai is 
His, Arg or Tyr, then at least one of Xaas, Xaa4 and Xaag is Ala; and 
pharmaceutically acceptable salts thereof [;]^ 



15 



Preliminary Amendment 
Serial No. 09/554,531 
Page 16 of 19 



Also provided are peptide compounds of the formula (II) [SEQ. 
ID. NO. 94] : 

5 10 
Xaai Xaa2 Xaas Xaa4 Xaas Xaag Xaa-j Xaas Xaag Xaaio 

Xaaii Xaai2 Xaai3 Xaai4 Xaais Xaaie Xaai7 Ala Xaaig Xaa2o 

Xaa2i Xaa22 Xaa23 Xaa24 Xaa25 Xaa26 Xi-Zi; wherein 
Xaai is His, Arg, Tyr, Ala, Norval, Val , Norleu or 4-imidazopropionyl ; 
Xaa2 is Ser, Gly, Ala or Thr; 
Xaa3 is Ala, Asp or Glu; 

Xaa4 is Ala, Norval, Val, Norleu or Gly; 
Xaas is Ala or Thr; 

Xaas is Phe, Tyr or naphthylalanine; 

Xaa7 is Thr or Ser; 

Xaas is Ala, Ser or Thr; 

Xaag is Ala, Norval, Val, Norleu, Asp or Glu; 
Xaaio is Ala, Leu, lie, Val, pentylglycine or Met; 
Xaaii is Ala or Ser; 
Xaai2 is Ala or Lys; 
Xaai3 is Ala or Gin; 

Xaai4 is Ala, Leu, lie, pentylglycine, Val or Met; 
Xaais is Ala or Glu; 
Xaaie is Ala or Glu; 
Xaai7 is Ala or Gluj 
Xaai9 is Ala or Val 
Xaa2o is Ala or Arg; 

Xaasi is Ala, Leu or Lys-NH^-R where R is Lys, Arg, [C'^10] Ci-Cip 
straight chain or branched alkanoyl or cycloalleyl-alkanoyl ; 
Xaa22 is Phe, Tyr or naphthylalanine; 

Xaa23 is He, Val, Leu, pentylglycine, tert-butylglycine or Met; 
Xaa24 is Ala, Glu or Asp; 



16 



Preliminary Amendment 
Serial No. 09/554,531 
Page 17 of 19 



Xaa25 is Ala, Trp, Phe, Tyr or naphthylalanine ; 
Xaa26 is Ala or Leu; 

Xi is Lys Asn, Asn Lys, Lys-NH°-R Asn, Asn Lys-NH°-R, Lys-NH°-R Ala, 
Ala Lys-NH°-R where R is Lys, Arg, Ci-Cio straight chain or branched 
alkanoyl or cycloalkylalkanoyl 



-OH, 












-NH2, 












Gly-Z2, 












Gly Gly- 












Gly Gly 


Xaa3i 


-Z2, 








Gly Gly 


Xaa3i 


Ser- 








Gly Gly 


Xaaai 


Ser 


Ser- 


Z2, 




Gly Gly 


Xaasi 


Ser 


Ser 


Gly-Z2, 




Gly Gly 


Xaa3i 


Ser 


Ser 


Gly Ala- 


-Z2, 


Gly Gly 


Xaasi 


Ser 


Ser 


Gly Ala 


Xaa36- Z2 / 


Gly Gly 


Xaasi 


Ser 


Ser 


Gly Ala 


Xaa36 Xaa37-Z2/ 


Gly Gly 


Xaaai 


Ser 


Ser 


Gly Ala 


Xaa36 Xaa37 Xaass 


Gly Gly 


Xaaai 


Ser 


Ser 


Gly Ala 


Xaa36 Xaa37 Xaass 


wherein 












Xaasi, Xaasg, 


Xaa37 


and 


Xaa38 are independently 



selected from the group consisting of Pro, 
homoproline, 3Hyp, 4Hyp, thioproline, 
N-alkylglycine, N-alkylpentylglycine and 
N-alkylalanine ; and 
Z2 is -OH or -NH2; 

provided that no more than three of Xaa3, Xaa4, Xaas, Xaae, Xaas, Xaag, 
Xaaio, Xaaii, Xaai2, Xaai3, Xaai4, Xaais, Xaaie, Xaai7, Xaaig, Xaa20/ Xaa2i, 
Xaa24, Xaa25/ Xaa26/ are Ala; and provided also that, if Xaai is His, 
Arg, Tyr, or 4 - imidazopropionyl then at least one of Xaa3, Xaa4 and 
Xaag is Ala. 
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Paragraph ( 3 ) Amendment s 

Additionally, the present invention includes narrower genera of 
peptide compounds having particular amino acid sequences, for 
example, compounds of [the] formula [I] [SEQ. ID. NO. 4] : 

Xaai Xaa2 Xaa^ [Xaas] Xaa4 Xaas Xaag Xaav Xaaa Xaag Xaaio Xaan Xaai2 Xaa^ 
Xaai4 Xaais Xaaie Xaai7 Ala [Xaaia] Xaaig Xaa2o Xaa2i Xaa22 Xaaaa Xaa24 Xaa25 
Xaa26 Xaa27 Xaa28-2i; wherein 



Xaai 


is 


His or Ala; 


Xaa2 


is 


Gly or Ala; 


Xaas 


is 


Ala, Asp or Glu; 


Xaa4 


is 


Ala or Gly; 


Xaas 


is 


Ala or Thr; 


Xaag 


is 


Phe or naphthylalanine; 


Xaav 


is 


Thr or Ser; 


Xaas 


is 


Ala, Ser or Thr; 


Xaag 


is 


Ala, Asp or Glu; 


Xaaio 


is 


Ala, Leu or pentylglycine; 


Xaaii 


is 


Ala or Ser; 


Xaai2 


is 


Ala or Lys; 


Xaai3 


is 


Ala or Gin; 


Xaai4 


is 


Ala, Leu, Met or pentylglycine; 


Xaais 


is 


Ala or Glu; 


Xaai6 


is 


Ala or Glu; 


Xaai7 


is 


Ala or Glu; 


Xaaig 


is 


Ala or Val ; 


Xaa2o 


is 


Ala or Arg; 
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Xaa2i is Ala or Leu; 

Xaa22 is Phe or naphthylalanine ; 

Xaa23 is lie, Val or tert-butylglycine ; 

Xaa24 is Ala, Glu or Asp; 

Xaa25 is Ala, Trp or Phe; 

Xaa26 is Ala or Leu; 

Xaa27 is Ala or Lys; 

Xaa28 is Ala or Asn; 

Zi is -OH, 

-NH2, 

Gly-Z2, 



Gly Gly- 


-Z2 










Gly Gly 


Xaasi 










Gly Gly 


Xaasi 


Ser- 


Z2, 






Gly Gly 


Xaasi 


Ser 


Ser- 


■Z2, 




Gly Gly 


Xaa3i 


Ser 


Ser 


Gly-Z2, 




Gly Gly 


Xaasi 


Ser 


Ser 


Gly Ala-Zs, 




Gly Gly 


Xaasi 


Ser 


Ser 


Gly Ala Xaa36-Z2, 




Gly Gly 


Xaasi 


Ser 


Ser 


Gly Ala Xaa36 Xaa37-Z2 




Gly Gly 


Xaasi 


Ser 


Ser 


Gly Ala Xaase Xaa37 Xaa38- 


•Z2 


Gly Gly 


Xaa3i 


Ser 


Ser 


Gly Ala Xaa^e Xaasv Xaa38 


Ser-Z2; 


Xaasi, Xa.a36 , 


Xaa37 


and 


Xaa38 are independently 


Pro, homoproline. 



thioproline, or 

N-methylylalanine ; and 

Z2 is -OH or -NH2; 
provided that no more than three of Xaa3, Xaas, Xaag, Xaas/ Xaaio, 
Xaaii, Xaai2 , Xaai3, Xaai4, Xaais, Xaais/ Xaai7, Xaaig, X'aa20/ Xaa2i/ Xaa24/ 
Xaa25/ Xaa26/ Xaa27, and Xaa28 a^re Ala; and provided that, if Xaai is 
His, Arg or Tyr, then at least one of Xaa3, Xaa4 and Xaag is Ala; and 
pharmaceutical ly acceptable salts thereof [;]_^ 
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